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AMENDMENTS TO THE SPECIFICATION 

Please replace the paragraph beginning on page 3, line 23 with the following paragraph. 

~ Cystic fibrosis (CF) is an example of a genetic disease that is caused, individually or 
collectively, by any of a number of different mutations. Cystic fibrosis afflicts approximately 
30,000 children and adults in the United States; afflicted patients typically die in their thirties. 
One in 3 1 Americans (one in 28 Caucasians) - more than 10 million people - is an unknowing, 
symptom-free carrier of a mutation that leads to the disease. An afflicted patient must have 
inherited two defective copies of a specific gene - one from each parent - to have CF. Each time 
two CF carriers conceive a child, there is a 25 percent chance that the child will have CF, a 50 
percent chang e chance that the child will be an asymptomatic carrier; and a 25 percent chance 
that the child will be a non-carrier. — 

Please replace the paragraph beginning on page 4, line 30 with the following paragraph. 

- In such situations, the design of the assay and methodology that efficiently achieves the 
goals described above is critical. Specifically, the assay must be rapid, accurate, and cost 
effective such that the assay can be performed as a routine part of patient care thereby expanding 
the utility of the assay from diagnosing individual patients to screening entire groups. The assay 
should be able to rapidly test multiple patient samples and be flexible enough to selectively 
recognize predominant mutations or markers for a disease. Through the ability to screen and 
identify a large number of genetic polymorphisms, the assay could both diagnose disease as well 
as yield epidemiological data about the prevalence of specific polymorphisms and the relation to 
the existence or severity of a condition that may [[e]] be correlated to a specific disease or that 
exists in a number of pathologies. Because many diseases have underlying genetic markers that 
have been identified and localized to identified regions of a patient's DNA that can be analyzed, 
once the specific genetic markers are identified, any number of diseases can be analyzed using 
the same assay format by simply altering the gene specific reagents in the assay that hybridize 
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with a patient's DNA to detect the known marker and correlating the presence of the marker with 
one or more diseases. Accordingly, once the assay design and methodology are realized, one 
additional disease, a group of diseases, or a group of polymorphisms that are directly or 
indirectly correlated to several diseases, can be detected with the assay format. As the genetic 
bases of other diseases are discovered, the gene specific assay reagents are readily modified to 
take advantage of the existing format to detect and analyze new diseases. For example, while 
cystic fibrosis is susceptible of detection by screening an identification of a discrete set of 
markers or mutations that are known to contribute to the disease, in other circumstances, the 
screening process may identify other polymorphisms that are not directly related to a single 
disease, but that are related to multiple diseases or that accompany different conditions such as a 
panel of diseases that may affect a certain population group. — 

Please replace the paragraph beginning on page 8, line 14 with the following paragraph. 

The preferred methodologies of the invention feature the advantageous use of the 
blocker sequences to separate and distinguish selected subsets of markers, wild type and mutant 
discriminator probes selectively detect the presence and/or identity of members of the known set 
of mutations, and universal reporters have labels that generate a signal upon hybridization with a 
common sequence of either the mutant or wild-type discriminator probes. In one embodiment of 
the invention, amplification products of a single patient are electronically addressed to a number 
of predetermined specific microlocations or on a microchip. As part of a screening step, 
different mixtures or groups of blockers specifically hybridize with identified loci of the 
amplicons. Loci that are not blocked hybridize with mutant or wild-type discriminator probes. 
By selecting mixtures of blocker sequences that are complementary to the identified loci of 
different subsets of the set of known markers, the detection of specific subsets can be localized at 
specific test sites for a specific patient. The reaction each discriminator probe generates a 
discrete signal that is detected by a signal detection and processing apparatus. Detection and 
signal processing steps distinguish the labels attached to mutant v e rs e s versus wild-type 
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discriminator probes, subtract background signal, and generate a signal or report that identifies 
the assay results for a particular patient. — 

Please replace the paragraph beginning on page 9, line 20 with the following paragraph. 

-- In CF for example, in the first set of hybridization reactions comprising the screening 
run, the assay may test for a total of 25 markers by testing, for example, a subset of between one 
and five mutations at each test site. In this example, the set of markers is comprised of 25 
mutations or polymorphisms with a single predominant mutations and the amplicons from a 
single patient sample may be addressed to each of six test sites. One test site may be used for the 
predominant mutation, such that a group of 24 species of blocker sequences is introduced to the 
site to interrogate only the one remaining marker. At one other test site, blockers may block 20 
of the identified loci and the remaining five markers are interrogated. Four other test sites are 
used analogously with different groups of blockers such that each marker is interrogated at one 
of the test sites. Because the predominant marker is interrogated individually at a dedicated test 
site, if the test site dedicated to the predominant marker tests positive, then the final result for 
that marker is achieved. If one of the other test sites generates a positive signal, the assay 
indicates that a member of a first subset, i.e. one or more of the markers interrogated at the site is 
present. Because more than one marker was interrogated at the test site, a subsequent set of 
reactions is required to distinguish which one or more of the five possible mutations is present. 
By removing the blockers and discriminators that were applied in the first hybridization reaction, 
a second set of blocker sequences can be applied to discriminate between the members of the 
subset of known mutations identified in the first reaction. The second set of hybridization 
reactions separates the members of the group of five identified in the first set by applying a 
second group of blockers that separate and distinguish the individual members of the subset. In 
this example, the second group of blockers is introduced to the test sites such that one test site 
interrogates one of the 5 members of the first subset identified in the screening run. Thus, the 
subsequent application of selected blocker groups identifies the individual within the subset 
identified in the screening step. In an alternative embodiment, the screening run may be skipped 
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and only the genotyping [[runds]] runs may be performed. Preferably, the genotyping runs are 
performed on an array containing 400 individually-addressable sites or microlocations. The 
reaction of a universal reporter generates the signal, as above, and the identity of the mutation is 
indicated by the specific test site at which signal is generated. The example of cystic fibrosis is 
an embodiment of the invention where a defined group of markers is directly correlated to a 
particular disease. Because the invention provides the ability to detect a very large number of 
mutations, substantially larger than the 25 mutations detected for CF, the invention can be used 
to screen patient DNA samples for dozens of mutations that may directly or indirectly correlate 
to a number of diseases or which may be identified as accompanying other mutations that are 
associated with a disease or are of other clinical or research interest. As will be appreciated from 
the description of the invention, the assay is capable of generating a signal for the presence of a 
heterozygous mutation as well as a homozygous mutation. As described above in the context of 
cystic fibrosis, the presence of a heterozygous mutation may indicate the carrier of a disease 
while the presence of a homozygous mutation may indicate the symptomatic presence of the 
disease. Because the detection of a heterozygous mutation will inherently generate a different 
signal than the presence of the homozygous mutation, the assay methodology and apparatus 
distinguishes between a heterozygous and homozygous mutation. For example, when the first 
universal reporter hybridizes with a mutant discriminator probe, the signal generated by the label 
of the first universal reporter is different than the signal generated by a second universal reporter 
that hybridizes with a wild-type discriminator probe. Where no mutation is present, mutant 
discriminator will not be bound and the signal will be generated by the second universal reporter 
binding to wild-type discriminator probes. For a heterozygous mutation, a signal will be 
generated by a universal reporter binding to both a wild-type discriminator probe and a mutant 
discriminator probe. For a homozygous mutation, wild-type discriminator will not be bound and 
the signal generated will be from a universal reporter binding to both mutant discriminator 
probes. The detection and data processing components of the invention process these results by 
establishing parameters that separate signal from noise for each of the three possibilities outlined 
above, as well as establishing a heterozygous ratio reference to utilize the signal generated by 
two different species of label that result from the binding of two different universal reporters. To 
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facilitate both qualitative and quantitative analysis of the various reactions described herein, the 
apparatus also employs reference and control reactions to ensure that the mutation detection 
functions are valid. - 

Please replace the paragraph beginning on page 29, line 30 with the following paragraph. 

- Mutant discriminators that are selected for each polymorphism are then loaded onto the 
microchip device under stringent conditions conducive to selective hybridization of discriminator 
probes to the amplicons. In a preferred embodiment, discriminator probes are hybridized by a 
touch down thermal method in which the microchip device is heated before and for a short 
period after the discriminator probes are added and then the temperature is slowly decreased. 
These temperature changes are followed by or performed in conjunction with several high salt 
washes to further increase specificity of the discriminator probe binding. In another preferred 
embodiment, discriminators are hybridized using non-stringent conditions such that both wild- 
type and mutant signals are approximately equal. Following hybridization, discrimination occurs 
using thermal^ chemical* or e-stripping a leaving only matched signals. - 

Please replace the paragraph beginning on page 39, line 17 with the following paragraph. 

- For all of the test sites for which useful signal is generated, the adjusted signal from 
each test site is calibrated using a multiplier calculated from the signal from the test site with the 
corresponding heterozygous ratio reference (i.e., the heterozygous ration ratio reference that 
contains the same sequence as the variant being queried at a particular test site a suit e). In a 
preferred embodiment, in which a first label corresponds to the wild-type and second label to the 
polymorphism, a label one/label two scale factor, which will be referred to as a "multiplier," is 
calculated from each group of heterozygous ratio references. This multiplier adjusts the lower of 
the label one or label two signals that correspond to the ratio references in such a way that after 
adjustment the signal from the wild-type ratio reference equals the signal from the mutant ratio 
reference. — 
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Please replace Table 1, beginning on page 37, line 4 with the following table. 



Test Site 


Genotyping 
Pad 1 


Genotyping 
Pad 2 


Genotyping 
Pad 3 


Genotyping 
Pad 4 


Genotyping 
PadS 


Screening 
Pad 1 


A 


B 


C 


D 


E 


Screening 
Pad 2 


F 


G 


H 


I 


J 


Screening 
Pad 3 


K 


L 


M 


N 


0 


Screening 
Pad 4 


P 


Q 


R 


S 


T 


Screening 
PadS 


U 


V 


W 


X 


Y 



Please replace Table 2, beginning on page 46, line 1 with the following table. 



Mutation 


Relevant References 


G85E 


Tsui 6,001,588 


R 117H 


(1990) Dean, M, Cell 61 :863-870 


I 148 T 


(1994) Bozon D, Hum. Mut. 3:330-332 


R334 W 


(1991) Gasparini P, Genomics, 10:193-200 


R347P 


(1990) Dean, M, Cell 61 :863-870 


A455 E 


Tsui 6,001,588 


AF 508 


Tsui 5, 776,677 


AI 507 


Tsui 6,001,588 


G 542 X 


Tsui 6,001,588 


G551 D 


Cutting 5,407,796 


R553 X 


Cutting 5,407,796 


R560T 


Tsui 6,001,588 
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R1162X 


(1991) Gasparini P, Genomics, 10:193-200 


W 1282 X 


(1990) Vidaud M, Hum Genet., 85:446-449 


N 1303 K 


(1991) Osborne L, Am J. Hum Genet '.48: 608-612 


621 +1G->T 


Tsui 6,001,588 


711 +1G-VT 


Tsui 6,001,588 


1078 delT 


(1992) Claustres M Genomics, 13:907-908 


1717-1G->A 


Tsui 6,001,588 


1898+1G->A 


(1990) Guillermit H Hum Genet. 85(4):450-453 


2184 del A 


2183 AA ^ G (1994) Bozon D, Hum. Mut. 
3:330-332 


2789 +5G-> A 


(1993) Ferec C Hum Mol. Genet.2(l0):\557-60 


3120+1G->A 


(1996) Bienvenu Hum Hered 46(3): 168-71 


3659 delC 


Tsui 6,001,588 


3849+10kbC->T 


(1994) Highsmith WE, New Engl. J Med. 
331:974-980 


Reflex test 




5T/7T/9T* 


(1997) Friedman KJ Hum Mut 10:108-1 15 



Please replace Table 5, beginning on page 50, line 2 with the following table. 



1. Exonll 


5'biotin-TCAACTGTGGTTAAAGCAATAGTGTGATA-3' SEO ID NO: 1 


2. Exon 4 


5'biotin-TTTATCCCTTACTTGTACCAGCTCACTACCTAA-3' SEO ID NO: 2 


3. Exon 21 


5'biotin-TTCACAAGGGACTCCAAATATTGCTGTAG-3' SEO ID NO: 3 


4. Exon 7 


5'biotin-ATTATGGTACATTACCTGTATTTTGTTTATTG3' SEO ID NO: 4 


5. Exon 10 


5'biotin-GATGGGTTTTATTTCCAGACTTCACTTCTAATG3' SEO ID NO: 5 


6. Exon 19 


5'biotin-AATTGTGAAATTGTCTGCCATTCTT3' SEO ID NO: 6 


7. < Exon 16 


5'biotin-GATATAGCAATTTTGGATGACCTTCTG3' SEO ID NO: 7 


8. Exon 20 


5'biotin-AATATAATTTAGTTGCCTTTTTTCTGGCTAAGTCC3' SEO ID NO: 8 


9. Exon 12 


5 'biotin-TC A AG AGGTA A A ATGC AATCTATG ATG3 ' SEO ID NO: 9 
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10. Exon 13 


5 'biotin-TGTCTGTA A ACTG ATGGCTA AC A A A ACTA3 ' SEOIDNO: 10 


11. Exon 14b 


5 'biotin-C ACTACC ATAATGCTTGGG AG A AAT3 ' SEOIDNO: 11 


12. Exon 3 


5 'biotin-ATGC AACTTATTGGTCCC ACTTTTT3 ' SEOIDNO: 12 


13. Exon 5 


5'biotin-TGTCAAGCCGTGTTCTAGATAAAATAAG3' SEOIDNO: 13 


14. Intron 19 


5 'biotin-GTTA A AC AGTGTTG A ATTTGGTGCTA3 ' SEOIDNO: 14 


15. Exon 9 


5'biotin-AAGAACTACCTTGCCTGCTCCAG3' SEOIDNO: 15 



Please replace Table 6, beginning on page 50, line 6, with the following table. 



1 . Exon 1 1 


5'CAGAAACAGAATATAAAGCAATAGAGAAATG3' SEOIDNO: 16 


2. Exon 4 


5 TC ACC AA AGC AGTAC AGCCTCTCTTA3 ' SEOIDNO: 17 


3. Exon 21 


5 , CCATATTTCTTGATCACTCCACTGTT3' SEOIDNO: 18 


4. Exon 7 


5'CAGAACTGAAACTGACTCGGAAGG3' SEOIDNO: 19 


5. Exon 10 


5 ' ATATA ATTTGGGTAGTGTG A AGGGTT3 ' SEO ID NO: 20 


6. Exon 19 


5 'CCCTG AGGGCC AG ATGTC A3 ' SEO ID NO: 21 


7. Exon 20 


5'CCTATATGTCACAGAAGTGATCCCATC3' SEO ID NO: 22 


8. Exon 12 


5'GAACTGTTTAAGGCAAATCATCTACAC3' SEO ID NO: 23 


9. Exon 13 


5TTCCCCAAACTCTCCAGTCT3 , SEO ID NO: 24 


10. Exon 14b 


5 ' AGGTG A AG ATGTTAG AA AA A A A ATC A ACT3 ' SEO ID NO: 25 


1 1 . Exon 3 


5 'C AC AAA AATGC AT ATAGTTATGTG ATACA3 ' SEO ID NO: 26 


12. Exon 5 


5'AACTCCGCCTTTCCAGTTGTATAAT3' SEO ID NO: 27 


13. Intron 19 


5'GACTTGTCATCTTGATTTCTGGAGAC3' SEO ID NO: 28 


14. Exon 9 


5 ' AG ATC ATGTCCTCTAG AA ACCGTATGCTAT A3 ' SEO ID NO: 29 


15. Exon 16 


5 TC AC ATTTGCTTTTGTTATTGTTTTTTTA3 ' SEO ID NO: 30 



Please replace Table 7, beginning on page 52, line 13, with the following table. 



Well 


Reagent 


Description of Reagent 


1 


Blocker Group Al 


A 1 1 blocked except 62 1 + 1 (G>T), G542X, 1 898+ 1 (G>A), 2 1 84del A, 
3849+1 Okb(OT) 


2 


Blocker Group A2 


All blocked except R334W, AI507, 1717-1(G>A), 3659delC, N1303K 


3 


Blocker Group A3 


All blocked except R117H, 1078delT, G551D, R1162X 
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4 


Blocker Group A4 


All blocked except G85E, I148T, 711+1 (G>T), 
A455E, R560T 


5 


Blocker Group A5 


All blocked except R3 4 7 P, R5 5 3X, 2 7 8 9 + 5 ( G> A ) , 
3120 + 1 (G>A) , W1282X 


6 


Blocker Group A6 


All blocked except AF508 


7 


AF508 Ratio 
Reference & T-tract 
Ratio References 




8 


Empty 




9 


Va low salt buffer 




10 


!/4 low salt buffer 





Please replace Table 8, beginning on page 53, line 23, with the following table. 



Universal Reporter, Red 


5' ctcaatgttcggactcag-Alexa Fluor 532-3' 
SEOIDNO:31 


Universal Reporter, Green 


5' tgtcaagcgatatactgc-Alexa Fluor 647-3' 
SEO ID NO: 32 



Please replace the paragraph beginning on page 63, line 3, with the following paragraph. 

The reader increased the temperature of the chip to 56 °C for 60 s e cond seconds , 
decreased the temperature to 42 °C for 30 seconds, performed 8 high salt washes, and lowered 
the temperature to 24 °C. Then, the reader performed discriminator scans (to detect red and 
green label) of the test sites with the samples, the test site with the histidine background, and the 
microlocations with the heterozygous ratio references, offloading this data to the computer 
system. The reader then increased the temperature of the chip to 56 °C for 60 seconds, 
performed four high salt washes of the chip to denature the discriminators and lowered the 
temperature of the chip to 24 °C. Then, it ejected the microchip that was analyzed, displaying a 
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"complete" icon next to that protocol If more than one screening variant group was identified as 
containing a mutation in the screening run, the user selected another protocol to run, and the 
ASM again prompted the user as to which microchip and genotyping reporter mix to use. This 
process was repeated until all of the necessary protocols had been run. 

Please replace the paragraph beginning on page 64, line 27, with the following paragraph. 

- The reader increased the temperature to 56 °C for 60 second, decreased temperature to 
38 °C for 30 seconds, performed eight low salt washes, and decreased temperature to 24 °C. 
Then, the reader performed a red/green scan of test site 6, the background control test site, and 
the T-tract heterozygous ratio reference test site, which was addressed with the dF508 
heterozygous ratio reference during the screening run. The data collected was offloaded to the 
PC. After the scan the reader increased the temperature of the chip to 56 °C, performed four low 
salt washes, and then set the temperature at 24 °C. - 

Please replace Table 1 1, beginning on page 68, line 2, with the following table. 



Discriminator for: 


Sequence 


dI507, Wild-type 


5'aagatgatatmctttaactgagtccgaacatteag3 , SEO ID NO: 33 


Screening, dI507 
Mutant 


5'aaaeatattttctttaatttecagtatatcecttgaca3' SEO ID NO: 34 


dI507, Mutant 


5 , aaagatattttctttaatgecagtatatcgctteaca3' SEO ID NO: 35 


I507V, Mutant 


5 , aagaceatattttctttaactgagtccgaacatteae3 , SEO ID NO: 36 


1506V, Mutant 


5 , aaeateacattttctttaactgagtccgaacattgae3 , SEO ID NO: 37 


F508C, Mutant 


5'ctgaetcceaacatteaeggaaacaccaca2a3' SEO ID NO: 38 


1717-1, Wild type 


5'cteaetcceaacattgaegatgtcctattacc3' SEO ID NO: 39 


1717-1, Mutant 


5>ca*tfatatcectteacagatgtcttattacc3' SEO ID NO: 40 


Screening, 1717-1, 
mutant 


5 , gcaetatatcectteacaagatgtcttattacc3' SEO ID NO: 41 


3659delC, Wild-type 


S'ctgaetccgaacatteagttgacttggtae^' SEO ID NO: 42 
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Screening 3659delC, 
Mutant 




3659delC, Mutant 


5'gcaetatatcgcttpacatteacttptaeett3' SEO ID NO: 44 


G542X, Wild-type 


5'ctgagtccgaacattgagcttctccaasaact-3' SEO ID NO: 45 


G542X, Mutant 


5'gcagtatatcgcttgacaccttctcaaaeaac-3' SEO ID NO: 46 


R553X, Wild-type 


5'ctgagtccgaacattgagtgctcgtteacc3' SEO ID NO: 47 


R553X, Mutant 


5'gcagtatatcgcttgacattectcatteacct3' SEO ID NO: 48 


Screening R553X, 
Mutant 


D gCaglalalCgCllgaCalaalllU^llla oELV/ iL' INw. 47 


G85E, Wild-type 


5'ctgagtccgaacattgagaeattccataeaac3' SEO ID NO: 50 


G85E, Mutant 


5'gcaetatatcgcttgacaaagatttcatagaac3' SEO ID NO: 51 


I148T, Wild-type 


5'ctgagtccgaacatteagcatcacattefiaate' SEO ID NO: 52 


I148T, Mutant 


5'gcagtatatcgcttgacaatcacactggaatg3' SEO ID NO: 53 


R117H, Wild-type 


5'ctgagtccgaacattgagggaacgctctatc3' SEO ID NO: 54 


R117H, Mutant 


5'gcaetatatcgctteacageaacactctatce3' SEO ID NO: 55 


711 + 1, Wild-type 


5 , ctgagtccgaacattgagggtacatacttcatc3' SEO ID NO: 56 


711 + 1, Mutant 


5 , gcagtatatcgcttgacaaggtacataattcat3' SEO ID NO: 57 


R334W, Wild type 


5'ctgagtccgaacattgagcatcctccegaaaa3' SEO ID NO: 58 


R334W, Mutant 


5'gcagtatatcgcttgacacatcctctggaaaa3' SEO ID NO: 59 


1078delT, Wild-type 


5'ctgagtccgaacattgaggttctttgtggtgt3' SEO ID NO: 60 


1078delT, Mutant 


5'gcagtatatcgcttgacagttcttgtggtgtt3' SEO ID NO: 61 


Screening, 1078delT, 
Mutant 


5'ecaetatatcectteacaettcttet2etet3' SEO ID NO: 62 


A455E, Wild type 


5'cteaetcc£aacatteagte2C£2tt£c3' SEO ID NO: 63 


A455E, Mutant 


5'gcagtatatcgcttgacatt£gaegtt£ct3' SEO ID NO: 64 


A508, Wild type 


5'ctga£tccgaacattga£gaaacaccaaaga3' SEO ID NO: 65 


A508, Mutant 


5'gcagtatatcgctt£acaataggaaacaccgat3' SEO ID NO: 66 


G551D, Wild type 


5'ctgagtccgaacattga£cgttgacctccac3 , SEO ID NO: 67 


G551D, Mutant 


5'gcagtatatcgcttgacac£ttgatctccact3' SEO ID NO: 68 


Screening G551D, 
Mutant 


5 , tctccactcaettgcagtatatcgcttgaca3' SEO ID NO: 69 


R560T, Wild type 


5'ctgagtccgaacattgagtattcaccttgcta3' SEO ID NO: 70 


R560T , Mutant 


5'gcaetatatcgcttgacaattcacgttgcta3' SEO ID NO: 71 


2184delA, Wild-type 


5 , ctgagtcceaacattgaeattgttttttt£tttc3' SEO ID NO: 72 
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2 184delA, Mutant 


5'eca2tatatcgcttgacaattgtttttt2tttct3' SEO ID NO: 73 i 


2789+5, Wild type 


5'ctgagtcceaacattgagaagtgagtattcc3' SEO ID NO: 74 


2789+5 , Mutant 


5 , gcagtatatcgcttgacaaaagtgaatattcca3' SEO ID NO: 75 


3120+1, Wild type 


5'ctgagtccgaacattgagacatacctggatg3' SEO ID NO: 76 


3120+1 Mutant 


5' - gcagtatatcgcttgacaacatatctegate - 3' SEO ID NO: 77 


Rl 162, Wild type 


5'ctgaetcceaacattgagctcggctcaca3' SEO ID NO: 78 


R1162 , Mutant 


5'gcagtatatcgctteacagactcagctcaca3' SEO ID NO: 79 


N1303K, Wild type 


5'ctgagtccgaacattgaggatccaagtttttt3' SEO ID NO: 80 


N1303K, Mutant 


5'gca^tatatcgcttgacaatccaacttttttc3' SEO ID NO: 81 


R347P, Wild type 


5'ctgaetcceaacattgagcattgttctgcg3' SEO ID NO: 82 


R347P , Mutant 


5'ecagtatatcgcttgacaattgttctgcc3' SEO ID NO: 83 


Stabilizer, R347P 


5'catggcggtcactcggcaatttccctg3' SEO ID NO: 84 


1898+1, Wild type 


5' - ctgagtccgaacattgaetgaaaegtatsttc -3' SEO ID NO: 85 


1898+1 , Mutant 


5'gcagtatatcgcttgacattgaaagatatettct3' SEO ID NO: 86 


621+1 Wild type 


5' cteagtccgaacattgagataagaaggtaatac 3' SEO ID NO: 87 


621 + 1 , Mutant 


5' ecaetatatcecttgacatataagaaettaatact 3' SEO ID NO: 88 


W1282X, Wild type 


5 , ctea2tccgaacattgagacagtegageaaa3' SEO ID NO: 89 


W1282X, Mutant 


5'gcagtatatcgctteacaacagtgaaggaaag3' SEO ID NO: 90 


3849+lOkb, Wild type 


5'ctgagtccgaacatteagaaatggcgagta3' SEO ID NO: 91 


3849+1 Okb, Mutant 


5 , gcagtatatcecttgacaaaaategtea2taa3' SEO ID NO: 92 


T-tract, 5T 


5 , cteagtccgaacattgagtetgtttttaacageg3' SEO ID NO: 93 


T-tract, 7T 


5'ecagtatatcgctteacatetgtttttttaacaggg3' SEO ID NO: 94 


T-tract, 9T 


5 , gcagtatatcgctteacatgtgtttttttttaacaeg3' SEO ID NO: 95 


Amplicon 
Confirmation, Exon 1 2 


5'gcaetatatcectteacat2aaaeetatettc3' SEO ID NO: 96 


Amplicon 
Confirmation, Exon 21 


5 , gcagtatatcecttgacaeatccaagtttttt3 , SEO ID NO: 97 


Amplicon 
Confirmation, Exon 7 


5 , gcagtatatcgcttgacaGTTCTTTGTGGTGT3' SEO ID NO: 98 


Amplicon 
Confirmation, Exon 9 


5 , gcagtatatcgctteacaTGGCGGTTGC3 , SEO ID NO: 99 


Amplicon 
Confirmation, Exon 14b 


5'ecagtatatcectteacaAaagtgagtattcc3' SEO ID NO: 100 
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Please replace Table 12, beginning on page 70, line 2, with the following table. 



Blocker 


Sequence 


3849+lOkb Blocker 


5 , gttgcaetattaaaategvgagtaagacaccctgaaaggaaatgttctattcatgg3' SEO ID NO: 101 


A507 Blocker 
screening run 


5'gatattttctttaatggtgccaggcataatccaggaaaactgagaacaeaat23' SEO ID NO: 102 


A508 Blocker 
screening run 


5 , tgctttgatgacgcttctgtatctatattcatcataggaaacacc3' SEO ID NO: 103 


A507/A508 wild- 
type Blocker 


5'tattcatcataggaaacaccaaaeat2atattttctttaategtg3' SEO ID NO: 104 


A507 Blocker, 
mutant 


5'ctatattcatcataggaaacaccaaaeatattttctttaatggtg3' SEO ID NO: 105 


A508 Blocker, 
mutant 


5'ctatattcatcataggaaacaccgatgatattttctttaatggtg3' SEO ID NO: 106 


621 + 1 Blocker 


5'tatgtttagtttgatttataagaagktaatacttccttgcacaegccccatggcacata3' SEO ID NO: 107 


2184DelA Blocker 
Wild type 


5 , 2tctgtttaaaagattgtttttttgtttctgtccaggae3' SEO ID NO: 108 


2 184DelA Blocker 
Mutant 


5 , gtctgtttaaaaeattgttttttgtttctetccaggag3' SEO ID NO: 109 


1898+1 Blocker 


S'gatgtmaacagaaaaaeaaatamgaaagrtatgttctttgaatacctta^' SEO ID NO: 110 


N1303K Blocker 


5'cactgttcataeggatccaasttttttctaaatgttccag3' SEO ID NO: 111 


W1282X Blocker 


5'caataactttgcaacagt2ra2gaaaecctttggaeteataccac3' SEO ID NO: 112 


711+1 Blocker 


5 , gtgcctaaaagattaaatcaataggtacatamttcatcaaatttettc3' SEO ID NO: 113 


R117H Blocker 


5'cggataacaaggaggaacrctctatcgcgatttatctaegc3' SEO ID NO: 114 


1 148T Blocker 


5'gccatttttggccttcatcacavteeaatgcaeatgagaatagc3' SEO ID NO: 115 


G85E Blocker 


5'ccttacccctaaatataaaaaeattvcata^aacataaatctcc3' SEO ID NO: 116 


1162 Blocker 


5'caatgaacttaaagactcrgctcacagatcgcatctgaaataaaaa3' SEO ID NO: 117 


3659DelC Blocker 
Wild Type 


5'etatggtttggtteacttggtaegtttaccttctg3' SEO ID NO: 118 


3659DelC Blocker 
Mutant 


5'2tatgetttgettgacttetae2tttaccttctg3' SEO ID NO: 119 


! 3 120+1 Blocker 


5 , cggtacttatttttacataYctggatgaagtcaaatatggtaaga3' SEO ID NO: 120 


2789+5 Blocker 


5 , -gtgctgtggctccttggaaagtgartattccatgtcctattgtgtagattgtg-3 , SEO ID NO: 121 


A455E Blocker 


5 , gaggacagttgttegmegttgctggatccactggagcaggcaagg3' SEO ID NO: 122 
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R334W Blocker 


5 , ctaatcaaaggaatcatcctcveeaaaatattcaccaccatctca3 , SEOIDNO: 123 


1078DelT Blocker 
Wild Type 


5'gctcagccttcttcttctcagggttctttgtggtgmttatct23 , SEOIDNO: 124 


1078DelT Blocker 
Mutant 


5'gctcagccttcttcttctcagggttcttetggtetttttatcte3 , SEOIDNO: 125 


R347P Blocker 


yrtctgcattgttctgcscatggcggtcactcggcaamccctgggctgta3' SEOIDNO: 126 


1717-1 Blocker 


5'ga^atgtcvtattaccaaaaatagaaaatta2aeaetcac3' SEOIDNO: 127 


G542X Genotyping 
Blocker 


5 , actttctcmaagaactatattgtctttctctgcaaacttg3' SEOIDNO: 128 


G551D Screening 
Blocker 


3 ugacciccacicagigigauccaccuciccaaCj ^J-'v invj. izy 


G551D/R553X/R56 
0T Blocker 


S'-rat tea cct tge taa aga aat tct tge teg ttg ace tec act-3' SEO ID NO: 130 


G542X/G551D/R55 
3X Blocker 


5'-ttg etc gtt gac etc cac tea gtg tga ttc cac ctt etc caa gaa eta ta-3 ! 
SEOIDNO: 131 


R553/X Blocker 


.Vcaataattagttattcaccttgctaaagaaattcttgctcgttga3' SEOIDNO: 132 


R560T Blocker 


5'cttectagaccaataartagttattcacvttgcta3' SEOIDNO: 133 
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